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Application No: 1 0/630,348 

. Exammer: MERClER, MELIS A S 

IN THE CLAIMS 

Please amend tiie claims of the present application under the provisions of 37 
C.F.R. §lJ21(c), as indicated below: 

1 . (Currenltly amended): A modified release dosage form comprising of a liigji solubility 
active ingredient prepared by using dual retard technique to control the release of the high 
solubility active ingredient, said dosage form comprising a) micro matrix particles 
containing active ingredient($) and one or more faydiopfaobic release oontrblng controlling 
agent and b) a^coating Of one or more hydrophobic release controtog controlling a gents on 
said micro matrix particles. 

2. (Original): A dosage form as claimed in claim 1» is in the foxm of tablets. 

3. (Currently Amended): A dosage form accorcJing to claim U wherein the hydrophobic 
release controlling agents are selected from the group comprisitig consisting o f ammonio 
methacxylate copolymers type A and B as described in USP, methacrylic acid copolymer 
type A, B and C as described in USP, polyacrylate dispersion 30% as described in Ph. 
Eur., polyvinyl acetate dispersion, etbylcelUilose, cellulose acetate, cellulose propionate 
(lower, m^ium or higher molecular weight), cellulose acetate propionate* cellulose 
acetate butyrate, cellulose acetate phthalate, cellulose triacetate, poIy(nieth;^i 
methacrylate), poly(ethyl methaciylate), poIy(butyi methacrylate), poly(iso&utyl 
methacrylate), poly (hexyl methacrylate), poly(isodecyl methacrylate), poly^O^^l 
methacrylate), poly(phenyI methacrylate), poly (methyl acrylatcX poly<isopropylacrylate), 
poly (isobutyl actylate), poly (octadecyl aotyiate), waxes saefceas selected fi:6mJbe_^o_un 
consisting of b eeswax. camauba wax, microcrystalline wax, and ozokerite; fatty alcohols 
such OS selected from the group consisting of c etosteaivl alcohol, steatyl alcohol; cetyrl 
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alcohol and myristyl alcohol; and fatty acid esters gmcli as selected frotn the group 
consisting of gl yceryl monostearat^ glycerol tOfmobleatj^ acelylated monoglycerides, 
tristearin, tripalznitizL cetyl esters wax, glyceryl palxnitostearate^ glyceryl bi^enate and 
hydrogenited castor oil. 

4. (Cuirently amended): A dosage form according to claim 3, wherein said'faydiDphobic 
telease cJt^nm^ ag^ts aie selected |»^e»^ from aflmionio metbactylate to- 
polymers.; 

5. (Currently amended): A dosage form according to claim 4, wherein proferrod ammonio 
methaciylate co-polymras are selected from the group consisting of Eudragit Ammonio 
Methacrylaie Copolymer type B USP, Eudmgit - RL [[(]] Ammonio Methaciylate 
Copolymer type A USP[[)]] and Budmgit NE30D [[(]]Polyacrylate dispersion 30% Ph. 
Eiir.(D]] 

6. (Original): A dosage form according to claim 1, wherein in micro matrix pardcles, the 
active ingredient and one or more hydrophobic release controlling agents are present in a 
ratio of ftonS 100:1 to 100:75. 

7. (Currently amended): A dosage form according to claim 6,wherein tn micro matrix 
particles, the active ingredient and one or more hydrophobic release controlling agents are 
present proforobly in a ratio of &om 1 00:2.5 to 1 00:50. 

8. (Currently amended): A dosage form according to claim 6, wherein in rtdcro matrix 
particles, the active ingredient and one or more hydrophobic release controlling-agents are 
present mor -e proforably in a ratio of fiom 100:2*5 to 100:30, 
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9. (Currently amended): A dosage form according to claim! 6^wlierem in micro matrix 
particles, the active ingredient and one or moreli^^ release controllmg agents are 
present mosTt profcrabb^ in a ratio of ftom 100:2.5 to 100:20. 

10* (Currently amcndecQ: A dosage form according to ekim one of claims 6-9 6 49-9. 
wherein in micro uiatcix particles, the active in^^icnt can be less than or>equal to 1500 
rag- 

1 1. (Currently amended): A dosage form according to claim 1 , wherein a coating of one or 
more hvdfophobic release controlling agents on said micro matrix particles 4be 
hydrophoijio roloaisooontrollmg - agemtoKnTiployod - for coating - the soid mioitnnotrix partiol e& 
are selected from the group comprising of ammonio methacrylate copolymers type A and 
B as described in USP, methaoiylic acid copolymer type A, B and C as described in USP, 
polyacrylate dispersion 30% as dGscribodin Ph. Eur., polyvinyl acetartie dispersion, 
ethylcellulose, cellulose acetate, cellulose propionate (lower, medium or higher molecular 
weight), cellulose acetate propionate, cellulose acetate butyrate, cellulose acetate 
phthalate, cellulose triacetate, poly(methyl methacryiateX polj^cftiyl methacryl^e), 
poly(butyl methacrylate), poly(isbbutyl methacrylate), poly (hexyl methacrylate), 
poly(isod6cyl methacrylate), poly (lauryl methacr3dateX polyO?henyl zncthsfcrylMe), poly 
(methyl atrylate), poly (isopropyl actylate), poly (isobutyl actylate), poly (octadecyl 
acrylate), waxes SH^ha^ selected j6rom the group consisting of b eeswax, cainauba wax, 
microctystalline wax, and ozokerite; fatty alcohols such or ? s elected firom tihe group 
consisting of cetostearvl alcohol, stearyl alcohol; cetyl alcohol and myristyl alcohol; and 
fatty acid esters s aicb - as selected from the group consisting of gl yceryl mo^tostearate; 
glycerol monooleate, acetylated rtiono^ycerides, tristearin, tripalmitin, cetyl esters wax, 
glyceryl palmitostearate, glyceryl behenate and hydrogenated castor oil. 
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12. (Currently amended): A dosage fonn aocordjug to claim 11, wherein the hydrophobic 
release controlling agents [[is]] are selected from fatty acid esters. 

13. (Currently amended):A dosage form according to claim 12, wherdn ^ hydrophobic 
roloaoe Qdntrollmg Qgento the fatty ester is C tfe selected jfrom the group conaprising 
consisting of hydrogenated castor oil and glycerol distearate. 

14. (Currently amended): A dosage form according to claim 1, wherein micro matrix 
particles and coating of one or more hydrophobic release controlling agents are present in 
a ratio of from 100:0.5 to 100:75. 

15. (Currently amended): A dosage fomi according to claim 14, wherein micro matrix 
particles and coating of one or more hydrophobic release controlling agents are proforably 
present in a ratio of from 100:1 to 100:50. 

16. (Currently amended): A dosage form according to claim 14, wherein micro matrix 
particles and coating of one or more hydrophobic release controlling agents are mer e 
prufu i ubly present in a ratio of from 1 00:2.5 to 1 00:20. 

17-(CmTently amended): A dosage form according to claim 1, wherein the high solubility 
active ingredient is selected from the group oompriain g consisting o f antidiabetic agents, 
anti-histamines, anti-depressants, anti-viral agents, anesthetics, antacids, dCnti-arththriicSj, 
antibiotics, anti-psychotics, anti-spasmodics, anxiolytic agents, appetite sc5)pressants, 
cardiovascular agents, cough suppressants, emollients, gastio-intestinal a^nts^ growth 
regulators, respiratory stimulants, vitamins, angiotensin converting enzyme inhibitors, 
anti-astfainatics, anti-cholesterolemics, anti-convulsants, anti-depressants, antj -diarrhea 
preparations, anti-infective, anti-inflammatoiy ageiits, anti-nauseants, anti-stroke agents, 
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anti-tumor drugs, antiL-tussives, anti-uricemiQ drugs, amino-acid prep^tions, antiemetics, 
atitiobesity drugs, antiparasitics, antipyredcs» appetite stimulants, celebralililators^ 
chelating agents, cholecystokinin antagonists, cognitioii activators, deodoeants^, 
detmatological agents, diuretics, erythropoietic drugs, fertility agents, syntheticihonnones, 
laxatives, mineral supplements, neuroleptics, neuromuscular agents, peripheral vaso- 
dilators, lirostaglandrns, vaginal preparations, vaso-constrictors, vertigo agents*: 
biguanJdes, sulphonylurease, meglitinides, PPAR gama agonist [insulin sensitisers 
(thiazolidinedione)] and alpha-glucosidase inbibitots and tho lilc e . 

18. (Original): A dosage form according to claim 1, wherein the higji solubility active 
ingredient is selected from the group comprising of metformin hydrochloride, phenformin, 
buformin, captopril, ranitidine hydrochloride, potassium chloride, clindamycin, 
hydroxyiu^a, erythromycin lactobionate, vancomycin hydrochloride, balsalazide disodium, 
aminocaproic acid, lisinopril, tramadol, acetaminophen, ciprofloxacin, esters of ampicillin, 
sodium valproate^ niacin, diltiazem, venlafexine, isosorbide S-imononitrate, isosorbide 
dinitrate, pentoxyphylline, propranolol and quetiapine or pharmaceutically acceptable salts 
thereof. 

19. (Original): A dosage form according to claim 1, wherein the dissolution of high 
solubility active ingredient is not more than 50% in 1 hour and from 25 to 90% is released 
in six hours. i 

20. (Original): A dosage {brm according to claim 1, wherein it reduces the chances of 
dose dumping, unnecessary burst effects and failure of ttie system. 

21 . (Ctmfently amended): A dosage form according to oneof claims 1 [[to]] z 1 8, wherein 
the high Solubility active ingredient is potent. 
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22. (Original): A dosage form according to claim 21, wherein it reduces the chances of 
dose dximping^ unnecessaiy burst effects and failing of t^^ 

23. (Cuntently amended): A dosage form according to claim 21, whete thfc high solubility 
potent a<^ve ingredient is selected from the group oomprisiag consisting'o f ajxtrdiahetic 
agents, aiitihistamines, anti-depressants, anti-viral agents, anesthetics, antacids, anti- 
arththriics, antibiotics, onti-psychotios, anti-spasmodics» anxiolytic agents, appetite 
suppress^tnts, cardiovascular agents, cough suppressantis, emollients, gastro-intestinal 
agents, growth regulators, respiratory stimulants, vitamins, angiotensin converting enzyme 
inhibitors, anti-asthmatics, anti-cholesterolemics, anti-convulsants, anti-depressants, anti- 
diarrhea preparations, anti-infective, anti-iniQammatory agents, antj-nauseants, anti-stroke 
agents, anti-tumor drugs, anti-tussives, anti-uricemic drugs, amino-acid preparations, 
antiemetics, antiohesity drugs, antiparasitics, antipyretics, appetite stimulants, celebral 
dilators, chelating agents, cholecystokinin antagonists^ cognition activators, deodorants, 
dermatological agents, diuretics, erythropoietic drugs, fertility agents» synthetic hormones, 
laxativesj nsinetal supplements, neuroleptics, neuromuscular agents, peripheral 
vasodilators, prostaglandixjis, vaginal preparations, vasoconstrictors, vertigo agjents, 
biguanides.. sulphonylurease, meglitinides, PPAR gama agonist [insulin sensitisers - 
(thiazolidinedione)] and aJpha-glucosidase inhibitors. 

24. (Original): A dosage form according to claim 21, wherein the high solubility potent 
active ingredient is selected from the group comprising of b^izotropine mesylate, 
distigminc bromide, flupentfaixol difaydrochloride, fomiotexol 

fumcratc,glycopynolete,gramsetron hydrochloride, bisoprolol fiimerate, atropine sulphate, 
azatadine maleate, carteolol HCl, bromphenaramtne maleate^ nicotine, oxybutamine 
chloride, perinodopril erbumine, pilocoipine, poldine methyl sul&te and zalcitane. 
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25. (Qrigitial): A dosage form according to claim 1, can be given twice a day or xnoxe 

"i 

preferably can be g^ven once a day. } 

26. (Original): A dosage form accordix3ig to claim 1, is iised for human bei^^ . 

27. (Original): A dosage form according to claim 1, wherein the high solubility active 
ingredient is niacin. 

28. (Currently amended): A modified release dosage form according to claim [[1 ]] 27, 
wherein the composition of the micromatrix particles and coated micromateix particles is 
as fbllows--Micn) matrix paxticI.es-Niacin 75% w/w to 99% w/w Eudraffl ^ S 
EUDRAGrr RS® f Ammonio Methacrvlate Copolymer type B USP^ 1% w/w to 25% w/w 
Coated micro matrix particles Micro matrix particles 70% w/w to 99% wA*r Hydrogenated 
castor oil 1 % w/w to 30% w/w Magnesium steiarate 0% w/w to 2% w/w. 

29. (Original): A dosage form according to claim 1, wherein the high solubility active 
ingredient is sodium valproate. 

30. (Origtoal): A process for the preparation of a modified release dosage form contprising 
a) preparing a micro matrix particles containing high solubility active ingredient and one 
or more hydrophobic release controlling agent and b) coating the said micromatrix 
particles containing high solubility active ixxgredient and one or more hydrophobic release 
controlling agent 

31 . (Orig^lial): A modified release dosage fbmi comprising of a metfotmin hydrochloride 
prepared by using dual retard technique to control the release of tnetfomii4 said dosage 
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forni comprising a) micro matrix particles containing metformin hydrochloride and one or 
more hydrophobic release controlling agent and b) coating of one or more hydrophobic 
release cotitmlling agent on micro matrix particles. 

32. (Original): A dosc^e fonn as claimed in claim 3 1, is in the form of tablet 

33. (Currently amended): A dosage form according to claim 31, wherein the hydrophobic 
release controlling agents employed for the imcro matrix particles are selected firom the 
group comprising consisting o f ammonio mefhactylate copolymers type A and B as 
described in USP, methaoylic acid copolyiner type A, B and C as - d e seribed - in USP> 
polyacrylate dispersion 30% fto d e scrib e d in Ph. Eur*, polyvinyl acetate dispCTsion, 
etliylcellulose, cellulose acetate, cellulose propionate (lower, medium or hi^er molecular 
weiglit)^ cellulose acetate propionate, cellulose acetate biityrate, cellulose acetate 
phthalate, cellulose triacetate, poly(methyl methacryiate), poly(ethyl methacrylate), 
poly(butyl methacryiate), poly(isobutyl methacryiate), poly (hexyl methacryiate), 
poly(jsodecyl methacryiate), poly (lauryl methacryiate), poly(phenyl methacryiate), poly 
(methyl aciylate), poly (isopropyl acrylate), poly (isobutyl actylate), poly (octadecyl 
acrylate), waxes such as selected from the group consistiboig of b eeswax, camauba wax, 
micrccrystalline wax, and ozokerite; fatty alcohols such as selected from the group 
consisting of cctostearvl alcohol, stearyl alcohol; cetyl alcohol andmyristyl alcohol; and 
fatty acid esters ouoh as selected from the group consisting of glyceryl monostearate; 
glycerol monooleate, acetylated monoglycerides, tristearin, tripalmitin, cetyl esters wax, 
glycetyl palmitostearate, glyceryl bdienate and hydrogenated castor oiL 

34. (Currently amended): A dosage fiwm according to claim 33, wherein the hydrophobic 
release coiltrolling agents are selected profbrobly from ammonio methacryiate co- 
polymers. 
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35. (Currently amended): A dosage fotm according to claim 34, wheredn the pr e f e nr e d 
froro-ammomo - m e thacrvlat e co T)olvmeg 6 preferably from Eudraeit -RS ammoxiio 
mgthacrvIate_CQ'poIvmers are selected from the groups consisting o f r[(1]Aflamonio - 
Methaciylatc Copolymer type B U$P|;D3]> Eudragit RL [[Q] Ammoiuo Metfaacrylate 
Copobmer type A USP[[)]] and EudrogitNBaOD [[Q]Polyaciylate dispersion 30% Ph. 
Eur[[)]]. 

36. (Original): A dosage fomi according to claim 31, wherein in micro matrix particles, 
metformin: hydrochloride and one or more hydrophobic release controlling agents are 
present in a ratio of ftom 100:1 to 100:75. 

37. (Currently amended): A dosage form according to claim 36, wherem in nticro matrix 
particles, metformin hydrochloride and one ormore hydrophobic release controlling agents 
are present preferably in a ratio of from 100:2.5 to 100:50. 

38. (Currently amended): A dosage form according to claim 36, wherein in micro matrix 
particles, metformin hydrochloride and one or niore hydrophobic release controlling agents 
are present mor e prefer ^ly in a ratio of from 100:2.5 to. 100:30. 

39. (Currently amended): A dosage form according to claim 36, wherein in micro matrix 
particles, metformin hydrochloride and one or more hydrophobic release controlling agents 
are present most-pr e feraMy in a ratio of from 100:2.5 to 1 00:20. 

40. (Currently amended): A dosage form according to flOSjatclartns 36 [[to]] z 39, 
wherein in :micro matrix particles, metformin hydrochloride can be less than or equal to 
1500 mg. 
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41 . (Currently amended): A dosage &m according to claim 31, wherein th e coating of 
one or mor^ hydrophobic rslease controlling agents on said micro matrix patticlgs «he 
h^^drophobio rolcoso controlling - agents employed for coating tho ooid mic r o - matrix are 
selected jfirotn the group oompriping consisting a mmonio methaciylate copolymers type A 
and B as described in USP, methacrylic acid copolymer type A, B and C oo - doscrib e d in 
USP, polyacrylate dispersion 30% ds describod in Ph. Eur.,poljrvinyl acetate dispersion, 
ethylceUuJose, celMose acetate, cellulose propionate (lower, medimn or hi^er molecular 
weight), cellulose acetate propionate, cellulose acetate butyrate, cdlulose acetate 
phthalate, cellulose triacetate, poIy(n)ethyl methacrylate), poly(ethyl methacrylate), 
poly(butyl methacrylate), poly(isobutyl methacrylate), poly (hexyl methacrylate), 
poly(isodecyl methacrylate), poly (lauiyl methacrylate), poly(phenyI methacrylate), poly 
(methyl actylate), poly (isopropyl acrylate), poly (isobutyl actylate), poly (octadecyl 
acrylate), waxes such - as 3el€_ct<^_j&opxjhe group consisting of b eeswax^ caiiiauba wax, 
microcrystalline wax, and ozokerite; fatty alcohols cuohoo selected from the group 
consisting of cetostearyl alcohol, steaiyl alcohol; cetyl alcohol and myristyl alcohol; and 
fatty acid esters such - oa selected from the group consisting of gl yceryl monostearate; 
glycerol monooleate, acetylated monoglycerides, tristearin, tripalmitin, cetyl esters wax, 
glyceryl palmitostearate, glyceryl behenate and hydrogenated castor oiL 

42. (Cuixently amended): A dosage form according to claim 40, wherein tKe hydrophobic 
release controlling ag^ts are k selected from fatty acid esters. 

43. (Currently amended): A dosage form according to claim 42, wherein tho hydrophobic 
roloQOO controlling oggRts ar e fatty acid ester is selected from the group comprising 
consisting o f hvdrogenated castor oil and glycerol distearate. 
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44. (Currently amended): A dosage foim accacding to claim 3 1, wherdn micro matrix 
particles and coating of One oir ftiOre liydropliobrc release controlling agents are present in 
a ratio of from 100:0-5 to 100:75, 

45. (Currently amendc?d): A dosage form according to claim 44, wherem nncro matrix 
particles and coating of one or more hydrophobic release controlling agent^ are a r e ferobty 
present in a ratio of fiom 1 00: 1 to 1 00:50. 

46. (Currently amended): A dosage form according to claim 44, wherein micro matrix 
particles and coating of one or rnore hydrophobic release controlling agents are mor© 
proforably present in a ratio of fiom 100:2.5 to 100:20. 

47. (Currently amended): A modified release dosage foim according to claim 3 1 , wherein 
the composition of the microraatrix particles and coated micromatrix particles is as 
follows— Micro matrix particles— Metfiarmin hydrochloride 75% w/w to 99% w/w Budragit 
RS Ammonio Methacrvlatc Co-polvmcrtvpcB USF 1% w/w to 25% wAv Coated micro 
matrix particles Micro matrix particles 70% w/w to 99% w/w Hydrogenated castor oil 1% 
w/w to 30% w/w Magnesium stearate 0% w/w to 2% w/w* 

48. (Original): A dosage form according to claim 31, wherein the dissolution of metformin 
hydrochloride is not more than 50% in 1 hour, from 30 to 90% in four hours and not less 
tlTian 65% in twelve hours. 

49. (Original): A dosage form according to claim 31> i$ once a day oral formulation* 

50. (Original): A dosage foim according to claim 3 1 , is used for human beings. 
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5L (Original): A dosage foim according to claim 31, wherein the maximum plasma 
metforaiiii concentration is achieved between.7PQng/ml and 2500 ngftixh 

52. (Currently amended): A dosage fomi according to claim 51, wherein the maximum 
plasma metformin concentration is achieved profombly between 900 ng/ml and 2400 
Tig/mL 

53. (Currently amended): A dosage form according to claim 51, wherein the maximum 
plasma mctfomiin concentration is achieved fflejp&pielefaWy between 1000 ng/^inl and 
2350 ng/ml. 

54. (Original): A dosage form according to claim 31, wherein the modified release 
metformin formulation for once daily administration exhibit invivo mean dissolution time 
(MDT) of approximately 4 hours to 6 hours. 

55. (Original): A dosage form according to claim 31, wherein the minimum plasma 
metfoxmin concentration (at 24 hours) ranges between 0 and 450 ng/ml after oral 
administration. 

56. (Original): A dosage fonn as claimed in claim 1, wherein the said dosage form is used 
to increase the payload of high solubility active ingredient. 

57. (Original): A dosage form as claimed in cladm 31, wherein the said dosage fonn is 
used to increase the payload of metformin hydrochloride. 

58. (Original): A dosage fomi as claimed in claim 1, wherein the said dosage form may 
optionally contain more than one high solubility active ingredient. 
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59* (Original): A dosage form as claimed in claim 31, wherein fhe said dosage form may 
optionally contain more than one antidiabetic active ingredient 

60, (Original): A process for the preparation of a modified release dosage ^brm comprising 
a) preparing a micro matrix particles contaimiigmetfomiin hydrochloride ^d one or more 
hydrophobic release controlling agent and b) coating the said micro matrix particles 
containing metfomiin hydrochloride and one or more hydrophobic release controlling 
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